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8) [E Ciaim(s) 1-57 are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 
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Restriction to one of the following inventions is required under 35 
U.S.C. 121: 

1-98. Claims 1-35 and 39-45, drawn to a method of detecting the pre- 
sence of a target nucleic acid limited to SEQ ID NO: 2641-2674, 
2710, 2712, 2714, 2717, 2719, 2722, 2724, 2726, 2728, 2730, 2732, 
2734, 2736, 2738, 2740, 2742, 2744, 2746, 2748, 2750, 2752, 2754, 
2756, 2758, 2760, 2762, 2766, 2768, 2770, 2772, 2774, 2776, 2778, 
2780, 2781, 2782, 2783, 2785, 2787, 2789, 2791, 2793, 2795, 2797, 

2799, 2801, 2803, 2805, 2807, 2809, 2811, 2813, 2815, 2817, 2819, 

2821, 2823, 2825, 2827, 2829, 2831, 2833, 2835 or 2837 or the 
sequences encoded by the sequenced listed in claim 35, classified 
in class 435, subclass 6. The group numbers correspond to the 
sequence numbers. 

99-197. Claims 46-50, drawn to a kit comprising two oligonucleo- 

tides and a polypeptide encoded by SEQ ID NO: 2675-2709, 2711, 
2713, 2715, 2716, 2718, 2720, 2721, 2723, 2725, 2727, 2729, 2731, 
2733, 2735, 2737, 2739, 2741, 2743, 2745, 2747, 2749, 2751, 2753, 
2755, 2757, 2759, 2761, 2763, 2764, 2765, 2767, 2769, 2771, 2773, 
2775, 2777, 2779, 2784, 2786, 2788, 2790, 2792, 2794, 2796, 2798, 

2800, 2802, 2804, 2806, 2808, 2810, 2812, 2814, 2816, 2818, 2820, 

2822, 2824, 2826, 2828, 2830, 2832, 2834 or 2836 or the polypep- 
tide listed in claim 48, classified in class 435, subclass 6. 
The group numbers correspond to the sequence numbers . 

198. Claim 51, drawn to a method for detecting the presence of two or 
more target nucleic acid sequencing comprising cleaving two of 
more invasive cleavage structures and detecting the cleavage, 
classified in class 435, subclass 6. 
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199-299. Claims 52-54, drawn to nucleic acid sequences of SEQ ID NO: 
2675-2709, 2711, 2713, 2715, 2716, 2718, 2720, 2721, 2723, 2725, 

2727, 2729, 2731, 2733, 2735, 2737, 2739, 2741, 2743, 2745, 2747, 

2749, 2751, 2753, 2755, 2757, 2759, 2761, 2763, 2764, 2765, 2767, 
2769, 2771, 2773, 2775, 2777, 2779, 2784, 2786, 2788, 2790, 2792, 
2794, 2796, 2798, 2800, 2802, 2804, 2806, 2808, 2810, 2812, 2814, 
2816, 2818, 2820, 2822, 2824, 2826, 2828, 2830, 2832, 2834 or 
2836, classified in class 536, subclass 23.1. The group numbers 
correspond to the sequence numbers. 

300-387. Claims 55-56, drawn to a polypeptide of SEQ ID NO: SEQ ID 
NO: 2641-2674, 2710, 2712, 2714, 2717, 2719, 2722, 2724, 2726, 

2728, 2730, 2732, 2734, 2736, 2738, 2740, 2742, 2744, 2746, 2748, 

2750, 2752, 2754, 2756, 2758, 2760, 2762, 2766, 2768, 2770, 2772, 
2774, 2776, 2778, 2780, 2781, 2782, 2783, 2785, 2787, 2789, 2791, 
2793, 2795, 2797, 2799, 2801, 2803, 2805, 2807, 2809, 2811, 2813, 
2815, 2817, 2819, 2821, 2823, 2825, 2827, 2829, 2831, 2833, 2835 
or 2837, classified in class 435, subclass 199. The group 
numbers correspond to the sequence numbers. 

388-485. Claim 57, drawn to a method for producing an altered enzyme 
comprising providing a polypeptide of SEQ ID NO: 2641-2674, 2710, 
2712, 2714, 2717, 2719, 2722, 2724, 2726, 2728, 2730, 2732, 2734, 
2736, 2738, 2740, 2742, 2744, 2746, 2748, 2750, 2752, 2754, 2756, 
2758, 2760, 2762, 2766, 2768, 2770, 2772, 2774, 2776, 2778, 2780, 
2781, 2782, 2783, 2785, 2787, 2789, 2791, 2793, 2795, 2797, 2799, 
2801, 2803, 2805, 2807, 2809, 2811, 2813, 2815, 2817, 2819, 2821, 
2823, 2825, 2827, 2829, 2831, 2833, 2835 or 2837, a nucleic acid 
and a test substrate; introducing one or more heterologous do- 
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mains into the nucleic acid to produce a nucleic acid encoding an 
altered enzyme; contacting the altered enzyme and the polypeptide 
with the test substrate; and comparing the cleavage products, 
classified in class 435, subclass 440. The group numbers corres- 
pond to the sequence numbers. 
The inventions are distinct, each from the other because: 
The methods of groups 1-98 and 198 and the test kits of groups 99-197 
are apparently different and detect different things. The nucleic acids of 
groups (199-299) and the polypeptides of groups (300-387) are completely dif- 
ferent chemical compounds and are patentably distinct. The method of claims 
388-485 are apparently different from the other methods in the application as 
they involve different things. The nucleic acids or polypeptides listed 
within the various groupings are structurally different and patentably dis- 
tinct . 

Because these inventions are distinct for the reasons given above and 
have acquired a separate status in the art as shown by their different clas- 
sification and recognized divergent subject matter, restriction for examina- 
tion purposes as indicated is proper. 

Applicant is advised that the reply to this requirement to be complete 
must include an election of the invention to be examined even though the re- 
quirement be traversed (37 CFR 1.143). 

It is noted that there are 99 sequences listed for the polypeptide 
sequences and 99 sequence listed for the nucleic acids sequences that sup- 
posedly encode them. This is not understood. 

Claims 36-38 are unclear because claim 36 refers to "said non-target 
cleavage product" and none of the claims it depends upon contain this phrase. 
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Depending upon the explanation for this discrepancy the instant claims might 
by included in groups 1-98 are might be completely different groups depending 
upon which cleavage structure, SEQ ID NO : 2 837-4004 , is used. They are left 
out of the restriction requirement because of this uncertainty. 

Some of the different groups perhaps should be combined but without a 
through reading of the application the examiner cannot determine this. If 
applicants argue that this should be, they should provide a detailed discus- 
sion as to why this is true. 

Any inquiry concerning this communication or earlier communications 
from the examiner should be directed to Charles L. Patterson, Jr., PhD, whose 
telephone number is 571-272-0936. The examiner can normally be reached on 
Monday - Friday from 7:30 to 4:00. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Ponnathapura Achutamurthy, can be reached on 571-272- 
0928. The fax phone number for the organization where this application or 
proceeding is assigned is 703-308-4242. 
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Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status informa- 
tion for published applications may be obtained from either Private PAIR or 
Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see 
http://pair-direct.uspto.gov. Should you have questions on access to the 
Private PAIR system, contact the Electronic Business Center (EBC) at 866-217- 
9197 (toll-free). 




Charles L. Patterson, Jr. 
Primary Examiner 
Art Unit 1652 

Patterson 
May 19, 2004 



